May 14, 1945

Dr, Yan K. Potter

McArdle iemorial iaboratory
Universisy of Visconsin
Madison, Yisconsin

Desr Dr, Potter;

1 greatly appreciate your kind letter of Hay 9th ami the possidbility you
sugzested in 1t, let me say immeadiately that I sm definitely interested and am looking
forward to the oppertunity of discussing it at greater length, The aotivity and stimu-
lasion of your group are well enocugh kmown that I foel certain I would have much to gain
from contaot with is.

You requested soms 1dea of my background. I may briefly summarize it as follows;
1 received my B.S. from the College of the 8ity of Hew York in 1940 after being interrupted
by a fellowship in physiology which was supposed to have lasted ror 6 months but aotually
stretched out to 23 years. Since * was getting quite a bit of dlology in my extra-surricular
work I decided to devote my more formal tralning to the other sclences, I therofore majored
in physics and minored in mathematics and chemletry as an undergraduate, In 1941, while
working on a Hookefellsr Foundastion grant, I started graduate work in gemeral physiololy
at Columbia University urder Dr, 7, Burr Sseinbach. Vhen he left in 1942 for 7ashington U,
he took me along with him and 4 ocompleted my doctorates at the end of 1943, having majored
in physiclogy and minored in matlomatics and diochemistry. iy thesis was on ensymatio
adaptation. Yhile completing my doctorates I held lectureships in Physios, Applied Mathe-
mat los ani Uensral Physiolegy. When the demand for mathematios and physics instruotion
subsided somewhat I accepted an appointment &n the Departmemt of Basteriology at the Mediocal
Sohoole

fandamentally I am a general cellular physioléglet, To give you some i1dea of
the kind of work I have done 1 have enclossd a complete 1ist of publications and am sending
under separate ocover those of the avallable reprints which you do mot have, You may perhaps
find the 1937 paper published in the Jour. of Yenetics of some interest (ses parsicularly
the discussion]. This work represents ths beginning of my interest in problems of ocellular
variation and differentiation ami I was convinced them that microorganisms held the key to
solution of many of the puszles, We amassed & lot of data on the question but this was the
only paper we published for several reasons. For one thing the dotalls were always obescured
by the uncontrollable genesics of baoteria. Perhaps more inmportant, we got very little
encouragement 8% that time and could oconvince no ome that a study of mioroorganismic popula-
tions could coamtridute to an understanding of tissue varlation and differentiation., It
wasn't unsil almost 7 years laser that I could returnm to the problem with a more suitable
materiasl (yeast) and enviromment,

¥ith referencs $0 the dlacussion you enclossed, I am in funiamental agreement with
it although on several points there may be room for further discussion which I hope we will
be able to indulge in when I get up your way. For the moment I should bdbriefly like to note
the following. You state; "Evidently one could not prove ths presence of a gene for an



(2)

oenzyme whose &ction was inseparably connected with the mainsenance of life ..” This
is certainly correct if one considers segregation data as the only valid proof for the
existence of genes, However a careful analysis of survival ourves during exposurs to
various lethal agents (e.g. radiasion, heas, polsons, etc.) imilcate the existence of
'inheritable units' whose inactivation leads to death, One might conceivadly accept
such data as strong indlcations for the exlstence of genes whose absensce is lethal,
There are other aspects of this problem I hope to discuss with you but in any case a
qualification of the above statement might be safer although it may be admitted that
'sarety’ per se is a prettiy monotonmous thing to strive for.

With reference to Earstrom, I may be wrong, but it is my izpression that he
was not téinking of 'vitally eseential' ensymes when he set up his definition of the
consitutéve ensyme, It secems to me thas he was fooussing his attention on the environ-
ment and was ] belleve, seeking to emphasize differences in response to presence and
absence of substrate, He thus ended up with a qualitasiwe scheme of classification
of enzymes altho 1t seems probable that the difrerence 1s fundamentally quantitative
in nastre. Please bear in mind that I am blased on this subjeot as you probably already

have noted,
Thanks again for your letser and herses hoping we can get together soon,

dincerely yours,

Se Splegelman
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